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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION 

- I -10 period for repi.spec.f^eaaDc.e:^ less tna--^.^. SC^Is^arep. n -e stat.-r. ■^.•^•>'u- on . r^^ns^-p^Pd ^-re^^ 
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- ^n-. .CP', rcccu-cc Jv tne uff.ce .ater man tnree (nonths after tne maii-nq date of this romm..n cat"^'^ «• ♦•»r. ,f f, ...a tph L 
earned patent ter;T^ adjustn^er; See 3' CFR t -4 - : ^ ^ ...d. coj^e an. 

Status 

1 )□ Responsive to connmunication(s) filed on 22 April 2002 . 
2a)D This action is FINAL 2b)H This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex pa/te Qway/e 1935 CD 11 453 0 G 213 
Disposition of Claims 

4) KI Claim(s) 1-23 is/are pending in the application. 

4a) Of the above claim(s) £23 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) S Claim(s)i:3 is/are rejected. 
/)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are; a)D accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )□ The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-{d) or (f). 

a)nAII b)n Some*c)n None of : 

1 Certified copies of the priority documents have been received. 
2.n Certified copies of the prionty documents have been received in Application No. 



3.n Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17, 2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic pnority under 35 U S C § 1 19(e) (to a provisional application). 

a) n The translation of the foreign language provisional application has been received. 

1 5) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 
Attachment(s) 

1 ) □ Notice of References Cled 4, □ interv^e. Sum^nan, (-0-4131 Paper No(s) 

2) U Notice of Draftsperson s Patent Drawing Review ,PTO-948) 5, □ Notice o^ lnfor..a! Patent Application {PTO-152r 
«:) CJ information Disclosure Statement(s) iPTO-1449) Pape^ No<S) 8. 6) H Other 
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DET AILHD ACTION 

1. Claims 1-23 arc pending. 

2. Applicant's election w ith tra\ erse of (iroup L claims 1-3 drawn to a method of idcntifyinu an 
individual exhibiting symptoms of muscular dystrophy as an indi\ idual suffermg from 
scapuloperoneal muscular d\ strophy comprising obtaining a tissue and determiiie the level of the 
translation of the u7\]\ integrin using an antibody in tiled on 4 22 03, is acknowledged. 

Applicant's traversal is on the grounds that Ciroup I. wherein the method utilizes antibodv and 
Group II, wherein the method utilizes primers would identify the same tvpe of muscular ' 
dystrophy and measures expression ofthe same gene, u 7(^1 integrin. Further, claim 1 is a 
Hnking claim which links the Group 1 and Group II claims and because of the common technical 
feature of measuring integrin expression, claims 1-6 should be examined and a search of both 
Groups would not constitute an undue burden on the patent oflice. This is not found persuasive 
because the specific antibodies and primers are recognized divergent subject matter. In addition, 
the antibodies and primers are distinct because their structures are different. Therefore the 
methods of identifying an individual exhibiting symptoms of muscular dystrophy as an 
individual suffering from scapuloperoneal muscular dystrophy comprising obtaining a tissue 
using an antibody primers are distinct and independent, and searches of aU groups would place 
an undue burden upon the examiner due to the distinct and divergent subject matter of each 
Group. 

The requirement is still deemed proper and is therefore made FINAL. 



3. Claims 4-23 are withdrawn from further consideration by the lixaminer, 37 C.F.R. 1.142(b) 
as being draw n to nonclectcd in\ entions. 

4. Claims 1-3 are under examination as they read on a method of identifying an indiv idual 
exhibiting symptoms of muscular dystrophx as an indi\ idual suffering fronf scapuloperoneal 
muscular dystrophy comprising obtaining a tissue and determine the level of the translation of 
the a7(^l integrin using an antibody. 

5. Claim 3 is objected to because of the following infomialities: the phrase "integrin* 
specilicantibody" is misspelled. Appropriate correction is required. 



6. The follow ing is a quotation of the second paragraph of 35 I'.S.C. 1 12. 

///«■ vu< i!u.:;i>>>i Jul! ,u)u iuJc v.ith >>r m>>n < iiuu. p.ujt, ul.irh n..innif^"^u! jfulilhfim tl\ iUunun:^ the ^uhiai 
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Claims 1-3 arc rejected under 35 I'.S.C. 1 12. second paragraph, as benii; indefinite for failinu 
to particularl) pomt out and distinctlx elami the subject matter which applicant regards as the 
in\ention. 



A) Claim 1 is indefinite for bemg mcomplete for omitting essential elements, such omission 
amounting to a gap for the detection step. The omitted element is: the antibody that 
specifically binds u7(^l integrin to delect the translation product. 

S. The follow ing is a quotation of the first paragraph of 35 L'.S.C. 1 12: 

Ihc spcciju aiinn shall iontdiu a w riih'n JcscnpHon <>l llw inwniion. and of the nuiniur and pnnv.ys ui makmo and usui<^ ii. 
in <ncJi full, clear, conn.H'. and exact terms as lo enable any pery<jn skilled in the art t<> which it pertains, or with w hich it is 
most neurlv connected, to make and nse the ^anie and ^hall set forth the best mode contanplated by the inventor of carrvim,: 
out his invention. 



9. Claim 1 is rejected under 35 U.S.C. 112, first paragraph, because the specification, while 
being enabling for a method for identif\mg an indi\ idual exhibiting symptoms of a muscular 
dystrophy wherein the said indi\ idual suffering from scapuloperoneal muscular dystrophy 
comprising (a) obtaining a muscle tissue sample from an individual exhibiting symptoms^of a 
dystrophy, wherein said muscle tissue sample is obtained from a tissue known in a normal 
indi\ idual to express a7\]\ integrin, (b) detecting the a7p] integrin by contacting the muscle 
tissue sample using an cx7pi integrin-specific antibody in the said sample, (c) detemiining a level 
of the transcription the (x7pl integrin in said muscle tissue sample as compared with a level of 
the a7p] integrin in said muscle tissue sample which is low er than the le\ el in a muscle tissue 
sample from the same muscle tissue of a normal indi\ idual, does not reasonably provide 
enablement for a method fro identifvin^ an individual exhibiting svanploms of a muscular 
dystrophy as an indi\ idual suffering from scapuloperoneal muscular dvstrophv, said method 
comprising the steps of: (a) obtaining anv tissue sample from an indi\ idual exhibitinu syinptoms. 
wherein said tissue sample is obtained from a tissue know n in a normal individual to express 
(/7[^1 inteurin, (b) detecting a translation product of an a7(^l inteurin eene in said tissue sample, 
(c) determininu a level of the translation product of the (/7[^1 inteurin uene in said tissue sample 
as compared with a le\el of the transcription or translation product of the nil]] inteurin iiene in 
anv tissue sample from the same tissue of a normal individual, w hereby scapuloperoneal 
muscular dvstrophv is diagnosed when the tissue sample of an indi\ idual exhibitinu muscular 
dvstropln' symptoms comprises a le\ el of a transcription or translation product of the a7pi 
inteerin uene in anv tissue sample from the same tissue of a nonnal individual in claim 1 . The 
specification does not enable any person skilled in the at1 to which it pertains, or w ith w hich it is 
most nearly connected, to make and or use the in\ ention commensurate in scope w ith this claim. 



I he specification disclosure does not enable one skilled in the an to practice the invention 
w ithout an undue amount of experimentation. 
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l actors to be considered in determining \\ hcther iindiie experimentation is required to practice 
the claimed mx eniion are summari/ed /// rc IWinds (85S F2d ^31. "3". S L'SPQ2d 14^0, 1404 
(Fed. Cn\ 1^)88)). The factors most rele\anl to this rejection are the scope ofthe claim, the 
amount ofdirection or guidance provided, the lack of suftlcient working examples, the 
unpredictabilit\ in the art and the amount of experimentation required to enable one of skill in 
the art to practice the claimed iin ention. 

Besides muscle tissue sample, the specification fails to prox ide any guidance as to how to use 
an\- tissue sample to identif\- scapuloperoneal muscular d\'strophy. Further, beside the antibody 
against (/7(^1 and u? the specification fails to prov ide suftlcient guidance regarding the 
translation product detection step. 

Therefore, there is insufficient direction or objectix e e\ idence as to how to use any tissue sample 
or any translation detection technique in a method for identifying an individual exhibiting 
s\ mptoms of scapuloperoneal muscular dystrophy as to whether such a desired determination 
can be achieved or predicted, as encompassed by the claims. 

In \ iew ofthe quantity of experimentation necessary, the limited working examples, the 
unpredictability ofthe art, the lack of sufficient guidance in the specification, and the breadth of 
the claims, it w ould take undue trials and errors to practice the claimed invention. 



10. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that fomi the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless -- 

ihi ihc invailiim was patented orik'scnhcd in a prinicJ puhlicatimi in this r,r a (orcli^n country ar in public use or on sale in 
this coumrw more than one year pnor to the date applu ation jor patent in the ( nited Slates. 

1 1 . Claims 1 -3 are rejected under 35 L'.S.C. 1 02(b) as being anticipated by Hayashi ef al (Nature 
Genetics 19:53-64, May 1998, IDS ref ^ C29) as is evidenced bv the specification on paue 2^ 
lines 7-13. 

Hayashi a al teach a method for identifying an individual exhibiting symptoms of a muscular 
dystrophy. The method comprising obtaining 6,50f) diagnostic muscle biopsies from 1 1 7 
patients who carried the clinical diagnosis of -'unclassined" congenital myopathy and congenital 
muscular d\'stroph\' using immunoc\lochemistry analysis with antibodies against the 
extracellular domain of integrin u.l, integrin (^D. u2 laminin. and dystrophin, wherein the 
antibodies were detected using a secondar\- antibodies such as Fi rC^-labelled goat I-(abV)' anli- 
mouse and anti-rabbit IgG . Ha\ashi (V (// further determined the le\ el of (/7 micgrin expression 
by comparing the le\ el oUC translation product gene in the skeletal muscle samples from 
control and three patients w ith primar\- integrin deficency. Finall\. Ha\ashi et al teach that 
the three patients exhibited integrin deficiency but show nonnal expression laminin u2 chain. 
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|^d\siroLiI\can and (/.-sarcoLilxcan (sec the entire doeiiment and paue 53, eol.. 2. figure 1 and 
niethods on pages 96-0^ m particular). 

W hile Ha\ashi cr al reterenee teachings max be silent as to the "indi\ idual suffering froni 
scapuloperoneal M[)*\ the patients identified by Ilaxashi ct al had the same characteristics as the 
scapuloperoneal MD, special!) because all three patients had normal levels of laminin (merosin). 
Further as is evidenced b\- the specification on page 22. lines 7-13, that all SPMD patients 
analyzed iia\ e laminin-2 4 in the matrix surrounding muscle fibers, indication that the reduction 
or lack of (x7 integrin is not secondary to the loss of laminin-2 4 (merosin). 

Further, while Ha\ashi a al used anti-(/.7 antibodies to detect the anti-(/7 antibodies would 

inherent!)- detect the le\ els of a7pi integrin complex, because al integrin subunit fomis a 
complex with pi . Thus delecting ul subunit of the complex would detect the a7\]] integrin 
complex as a whole. 

Since the office does not have a laboratory to test the reference anti-a7 antibodies w ould detect 
a7\] \ integrin and the reference patients suffering from scapuloperoneal MD, it is applicant's 
burden to show that the reference antibody does not bind to the a7pi integrin and the reference 
patients are not suffering from scapuloperoneal MD recited in the claim. See In re Best, 195 
USPQ430, 433 (CCPA 1977); in re Marosi, 218 USPQ 289, 292-293 (Fed. Cir. 1983); and in re 
Fitzgerald ct al., 205 USPQ 594 (CCPA 1980). 



1 1 . The following is a quotation of 35 U.S.C. 1 ()3(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(Ul A pulcm muv n<>! hv ohhuncd fhnu^J} ihc ifivcnlinn i> n<>! iclcnncallv disclnscd nr dcscnhcd as set forth in svctum 1 02 of 
tins iitU: if the iiiflcrcm cs between the suhjeet matter suw^ht i<> he patented and the prior art are sueh that the suhjeet 
matter as a whde woidd have been obviuus at the time the inventmn n as made !n a person having: ordinary skill in the an to 
n hieh said snb/ee! matter pertains, rateniahilitv shall no! be nei:atived bv the manner in whieh the invemion was made 

12. Claims 1-3 are rejected under 35 U.S.C. 103(a) as being unpatentable over Hayashi ct al 
(Nature Genetics 19:53-64, May 1998, IDS ref ^ C29) as is evidenced by the specification on 
page 22, lines 7-13 in view of Hodges et al (.lournal of Cell Science 1 10:287^^881 IDS Ref ^ 
C31). 

The teachings of Hayashi ci al reference ha\ e been discussed, supra. 

1 he claimed inxention differs from the reference teachings onl\' by the recitation of a7pl 
integrin-specitic antibod\ in claim 2 wherein the (/7(]1 integnn-specific antibod\' is detectably 
labeled in claim 3. 

lloges ct al teach that the antiserum 34"^ reacts m immunonuorcscencc and w estern blot analyses 
with native and denatured (/J^l integrin and binding is mhibited by prior reaction w ith 100 ' 
ug ml of the immunizing peptide (page 2874, 2"^' col.. 2" • in particular). Further, Hodges et al 
teach that the integrin is the primar\ laminin receptor on skeletal m\oblasts and adult 
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niyotlbers. Hodges ci al also teach that imniiinonuorescent demonstrates an increases in uTfil 
integrin in patients w ith Diichenne \1D and m nidx mice that lack dystrophin. While the le\ els 
of 1 mtegrin are se\ erly dmiinished in patients w ith lammiti u2 chain congenital dvstroph) 
muscular dxstrophy and in dy dv mice that also do not make the u2 lammm chain (see abstract 
on page 2873 in particular). 

It would ha\e been ob\ ious to one of ordinary skill in the art at the time the in\ ention was made 
to substitute the anii-u7 antibodies taught by Hayashi et al w ith the antiserum 347 antibodies that 
that reacts w ith nali\ e and denatured (/.7(^1 iniegrin in a method for identifying an individual 
exhibiting symptoms of a muscular dystrophy as an indi\ idual suffering trom SPMD. 

One of ordinary skill in the art at the time the imention was made would ha\ e been motivated to 
do so because the a7(^l integrin is the primary laminin receptor on skeletal myoblasts and adult 
niyotlbers as taught b>' Hodges ct aL 

From the combined teachings of the references, it is apparent that one of ordinary skill in the art 
w ould ha\ e had a reasonable expectation of success in producing the claimed invention. 
Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
the time the in\ ention was made, as e\ idenced by the references, especially in the absence of 
ev idence to the contrary. 



13. No claim is allowed. 



14. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher Haddad, w hose telephone number is (703) 306-3472. The examiner 
can normally be reached Monday to Friday from 8:00 to 4:30. A message may be left on the 
examiner's \ oice mail ser\ ice. If attempts to reach the examiner b\ telephone are unsuccessful, 
the examiner's super\ isor. Christina Chan can be reached at (703) 308-3973. Any inquiry of a 
general nature or relating to the status of this application should be directed to the Technology 
Center 1600 receptionist w hose telephone number is (703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1 600 by facsimile 
transmission. Papers should be faxed to Technology Center 1600 \ ia the PTO Fax Center 
located in Crystal Mall 1. The faxing of papers must conform w ith the notice published in the 
Official Ga/ette, 1096 OG 30 (November 15. 1989). The CMl Fax Center telephone number is 
(703)305-3014. 

Maher Haddad. Ph.D. 

Patent Fxamincr / - f- ^ . 

fechnolouN Center 1 600 ^ ^ '^ i /, 

.Itine30.2on3 CHRISTIfJA CHAN 

^I'PERVISORY PATENT EXAMINER 
TCHNOLOGV CENTER 1600 



